(i9)B*s#i^^/f (jp) ■ (12) ^ H i{f 1^ ^ ^ (A) wmfinm^M^mm 

#11^6-220070 



(SDIntCL' 








F I 




C 0 7 F 


9/10 


B 


9155-4H 






A6 1 K 


9/127 
47/48 


F 
Z 


7329-4 C 
7433 -4C 






B 0 1 J 


13/02 




6345-4G 


B 0 1 J 


13/ 02 Z 










P^^OJSIfcS FD (± 8 S*S-J{r^< 






!!$®.¥5-27651 






000005968 


(22) 




¥^5^(1993) 1.^228 
















Hill m 










(72)*Hg^ 


W^JIim«jSro^Ell^ffiBJ1000#lft ~ 










(72)^!^^ 












(74)ftSA 





( I ) 

.-K V - A t±, /-j^ u Tyi/if u > if >j 3 -;i/a5£ ^ 1" set 



O 0 . 

A.. S— f ,N-B-.N 

0 o 



(2) 



im^m 1 ] Ts- 



Uti] 



>^mW- 6-220070 



2 



-G; 



'0 0 

(±te^'t'> Att:7ji-7.7 7^->';i/::i^ 
[lf*iI2] lt*Jlll2«OU>SIK^Sfta:-i-WT 10 

[00 0 1] 

ff m U y R^KMm^is i u: c ti & ffl t ^ y jjf y - A ic 

K-r-s. 20 

[00 0 2] 

i:K^-^^ •rU>''<U- (DDS) ^ffl=if-v 

[0 0 0 3] U^y-A©-^61)^,#.T-S-og 30 

^ ClRl fc WS!5 1; # < t) T y . U X ^ U > U 

^1-24971 7^feJ;U:|B!2 - 1 4 9 5 1 2-t#l^ 
IS, FEES letters, 2 6 8 , 2 35 (1 9 
9 0)). 

[00 04] $>iic, i5^ilfiR®1ttgi:7J?iJX7^L/> 

a#-3-r-s. ';^y-A*>ii5^$tife (BBA, 14 2 , 
1 0 6 2 (1-9 9 1) , !|fii^4-3 4 6 9 1 



N-B-N II (I) 

7. T □ ->'U5.l/:d^ u x^ u V ^ ij n -;kz) & 

[0 0 0 5] t#l±. TU-r^ KS^^^i-.sujKy- 
[00 06] 

^tc7*7.7 7-3^i/";i>x^? y-;i/7 5 ygp^swi" su 
a: y 3}f y - A 5: «fi£-r « fig^ i: L Tffl I ^ o 
c i: T'g^ tcgSKfe J: U 7>'l/^ u > ^ U □ 
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1§iiBg6 4-7 2 06 7^ii$gT-ii5^$ti;^c^7r- 
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2-;t;U77 7''hx5y ->'U«0^ix;^jT:-^S7t;-r ^ C i: 
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CH2 (CH2) -Cii(DaSSI:gU. 
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[0 0 13] ?^tC. *^Q5(D'j>J?gK«^«:(Z)SiiSt: 
[0 0 14] 

[^b5] 




^Myyty.yjv'i/jvjL^j-jvTiy. i/i:v4)yy 
ir7.y yv''y)\^^9 y-jOT^y. iy^ ^)7^\-^)vyit 
X7 7^v^>'ux3? y-;u7^ V, i/VNVu^ K-r;t^7 7r A 
7 7-ri^VL/x3? y-;u7^ i/'Ax7o-r;U77i-;^7 

^^>'U7 7^;^7 7f-i>'■;^x3^ y-jL/7^ >Z>"^^t7 

2. 20(Z)^U'f ^ KS^^1"o.-J^U7;u=r UVi^TTjl] 

-/utZ)-^^ (J^^T. ri/>u><^ KPAGj hfiglSTo 

[00 17] 20(Z)VU^ ^ KS&^-r-5^-J^Ux^U> 
^^jn-jum^i^lt. M^liy'T^ y^j^uxT-uv^ij" 

< 2f&^jKZ)N- ( £ -VL/^ ^ K777''D Yjt/^^ 

>') ^ K^CDTi/^^ K^b^^^^ h ijx^ 

juT^y. ^'Ui^y^(D^£^it^^(D^i.T. ^i^^- 

- ^ - :> - 7"^T-K* LtzC^nu ^ jU A 
7i«L. 2 0-4 0 uc-g^TfT., 7jl/3>7j'A^(Z)^ 
50 ?ft£;^?"7;#S^Tt;-SJ5$i±T#e)tiOo 



[0018] TL/>r^ Klb^lhLTI^. N- (e -V 
y^U-h, N-1f^7^>>^ ^i^>4- (p- 

o o 

[0 0 19] PEGa5^>(7)iFi^^^4liii#5 0 0-2 
OOOOT'^^;^^ i:tJff^L<lj:2000-1000 
0. S^lC«^^L<ti2 0 00-5 000-C^^o ^^t^ 
^PEG<i: UTt±. ^>7"'^-r hVFM5 0 0 1 (B* 

3. *MB9^t^4^ (OT. Tm-P AG-PEj' iiHgfe 
M-PAG-PEti^nn7r:;i/A. ^ □ □;t^;L/A-> 

(1/1-10/1) WW^mtc?§«u/i^>" 
^u>r^KPAGtc, h rjxf*;uT^ }i^jt/ym(D 

>SIK^0-4 orTa*;^;^, t;!/^^:^}'^^^^)^^ 

u-Y ^ K>fbPAG0^^;u4;^(T, ^f^L<til/2^ 

[0 0 2 0] &;tC,.M-PAG-PEOSiS?$C--^^tH 
>^fcUS?4x-T;i/SiP^. P AGi^^t'&tlSrWffi 
oiiLfciit-^^^^t, M-PAG-PEi* 

fe^T'^^i^g1-^Ci:tCck^J, M-PAG-PE& 
t#^Ci:7!?'5-etoo (igflj) (Z)i7v!>^ 

KPAG^(D^^4^l3:|^;6^tU'Sc ti:^. ig^SlcjJ? i;t 

[0 0 2 1] f)^<i.'c'^^tifz:^mm(DvymKmmi$ 

too U;d^v-Atj:7 7r;^7 7 7^i^";^=i 'j nuxx 
□ -^U^i^^^CDSge^^ tM-PAG-PE T^J^^ L 
T^^l^L. ^^PCDSIK^^, M-PAG-PE. if$ii 
^1 -24 9 7 1 7#^?B, [112- 1 4 9 5 1 2#i> 
fg,. FEES letters, 2 6 8 , 2 3 5 (1 9 
9 0) ^-eii^$tvTl^o•te^Z);KU^7^U>yrjII-;u 

[0 0 2 2] j|gK^^h?J:-s77^A7 7x:>V^3U>'^i 
#;cps^$4\^^-c1^^^<. 5P^^4*(Z)x^S7 7^x 
yj^iyjvn tjy. i/TT L/Y;^77r;^77^i>Vuz! u. 

h^;U77hX777^t>>3 U>, i^'Arr 'j;L/77rX7 
7 5^i>>=! 'j>^;o^ffii^ii^i^. :^m^&^0W.^m^ 
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(3: 7 Ti- 7. 7 7 ^iyji^n U > 1 m o 1 tiJt L n ut;^ Q - 
MtO. 3-linol. 1tttL<\tO, 4-0, 6mo 
1, M-PAG-PEt^O. 001-0. 4moK if 
^L<t3;0. 0 2-0. 1 m o 1 <Z)ia^^^ffli^6^i 

g^^ft^S:JPx.o#-^. 77r7.77f-i^>n fj>(7)0. 
4m o litOTt^^l^tr^i^fiti.ijo 

[0 0 2 3] ?fctcctv^^, M^\tmmm^Lr:LSis 

10 v;bf-^^5Uv1^V-A (MLV) £1too ^^itC^S^ 

>7"^ veinffoigT^^^ (Hope M. J et 
al, Biochimica et Biophys 
i c a Acta, 8 1 2 , 5 5 (1 9 8 5) ) ^^'^ 
V^^Ut^^U^V-A (SUV) ^j^mt. ig^^^Jfe 

0-3 0 Onm. J; U L < 3 0 - 2 0 0 n mTdb 

. [0 0 2 4]-/^^;:?^^'j;ify-Ali. ^a^^J&^Af-S 

v-y. aih:;ut:>>, >hhU=irir-h, 5FU (5- 
yji'^n^'yyji/) r 0 ^y yym(7^^%M. 
^y^^><yy^o)T ^ JU^W'9y^)v^~y u >^cd 

>^(Z)#«, t h^S^^'^-r^UA (HIV) . BMJff 

I^9^;l/x.. cSffPi^'^^;i/A. r a s ise^-tc^if-r^ 

7>5^■fe>XRNA^;6^^lf e)ti^o Ctl^)C^^^J§: U 
y - A ICSA t ^ tC . 7K?gtt^^J (^©^ liSgR I: 

[0 0 2 5] ^f-, 'j>i^V-AtcStgtts:{f-§^T'£)@6^ 
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50 -Mbt:^t^>>N-7.^i/>'^ 3- (2-eu 
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iyJViy^t) T'oti:^^^-^ (SPDP) (Carls 
son J.et al,Biochem. J.,17 
3, 723 (1978) ) ^JVtiy'' ' 

bJJV^JV-^ ^y=-h (Traut R. R. et a 
1, Biochemistry, 12, 3266 (19 

7 3) ) m<Dit^^k^\^^xnr):^m. m^9i^'^mi^'C 
o Is: fi^St" o >^ ^ > ^icD ^ — ^ Sjc 

[0 0 2 7] ^W^(D^-n'^l gG&ffll^^#^l±^^7''i/ 
^^(Dmm^miZ^-oXF (ab' ) 2^bb. :^ihlZiy 10 

^(Martin F. J.et al,Bioche' 
m i s t r y , 20_, 4229 (1981) )o IgM 
(D^^it, Miller ^^0)^3^ ( J , Biol. Ch 
em. , 2 5 7 , 2 8 6 (1 9 6 5) ) tc^i:, mW<i^ 
J miMjiLXWitl^ I gMs c;OF cgp^COT^ 

[0 0 2 8] Uyf^'J'-Atf)^:^^^mBS:tO)^^l.t. ^ 

^(Dmmm (ph6. 0-7. 5) z-ie^mm- 20 

[0 0 2 9]' 

^S&^Jl M-PEG-PE(^-^^ 

^on.iv^UAy^^i^zy-;^ (6 : 5) gfgi im 1 tc?i ' 

y 10 0.mgtC3^b. (i/'^Tth) 2 

1 . 8 m g b fco $ e H h 'j x5";L/T ^ > 5 0 

^Tg£-eaS;SiSbto ^^-MbU vJ3g®(Z)^^ 
ti. gI5tC7;u;t Uryiz-rv^u-r ^ K (7 

i-ni/) ^AD;i^£T:'4 0:&r^SJSb, ^/f^^n-^S/f 40 
-±mrztj:M&'^^X7i^y h &S-r r ^ IC J: U5t 

=^ [ 
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ImMEDTA-tWO. 1 M U 
0, 5mM i^T^T^:/ 
.^iS^. ±IC"/§S9 6 0 1 tC5mM 4, 4' -i/'x 

TiJ^eS-fe^n^ 3 2 4 n m(7)iS7fcS^fb£^,^^>7Vb 
^(^rni:itie1"5C^T'#ffib/c {M^(D^J\y^Mi 50 
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* 8 1 Om g(Z)i^"7^ JT^^J^^iyy^Vu-jv i-^yy^ 
5^KVFM5 00 1 (S*?ftlg) :¥i^^>-?45 0 0 
0) S^U^o.^ — i/ — yT'ISTKbfc^ 007K>ibA5m 
It-^Sb. 1 OOmgCDN- (£ --eL^^r ^ K;^7^n 
^;t/;t^i/) y.^yy-( i Kfccfcl/SO m icoKtjx^^ 

■ ^ ^ KPEGh bfco 

[0 0 3 1] ^5^SJ;Ui1tS 

^ D 0 7fv;u AT- 3 0ml tC=^SR bfe±f2>>> U ^ ^ K P 

E.Gm^4miKnb. jiie^^Tf-Mb u vsigg^si 

^Sbfc. ^#e)tlS:*SiSffi2 0mltC+^i(Z)^i^-y- 
y^M^. M-PEG-PE StWr^i*^$:tFfJli$-tt 
fco KSK;;i'#3 3 0mgT'fe-:3fco CAtcS^TKlO 
mliM^mML. 1 6 0 00Xg 5^>r^<Z)iS^u^:$):|| 

-e^?g1^^[^Sb;to $e^c^4(Z)^.^7j^&io^. 
4^Bl 0 0 k(;0PS:J1'iSJiK&g*bfcir> h 'Jn:/! 

0 0 (7^ii» -eauiiig^^usb/io 

T , s^s.mmmt $ n T I > > p E G 13:^^11 $ ^ » 

[0 0 3 2] NMRtCj:oa!l^ 
@ltC^^g^4^(7)lH-NMRt^^T-h 

^?"^;L/. PEGCO-CH2CH20-tcS3tEl-o3. 5 7 
P pm(7)y^i-JV^^-(I^U^ ^ K0D2a|g^tcSS5l" 
06. 6 1 p p m0i/^:f;U7:)"i5IE$^f-o 

mmmiTs^.btzmz. ^^^so)^jymRmmmt7m 

ffi^i-e^^«^*^bT*t!ibTo^^#;ie,^^fc. ^ 

[0 0 3 3] ^^tKicO. 5mg/m i^ffigHgllb 
;^-M-PEG-PE&ft«J7tt^a^ (ELS-800 
X««^-) t:-a!l^bti:C5. 24. SnmCOS^ (g 

(GAMMA) ^^) 7:>*^|^.5^^tlfco 

^ffi^Jir#6to^:M-PEG-PE<Z)-7U^ ^ 

a$tl^SH4£4, 4' t'y i^'Verffli^:^* 

bT^o t^^t>^. M-PEG.-PE01. Img/ml- 
CD7jc^?g£ j.:i.T<Z)SJ^-trig^ b^T^T 3 O^ySiS^ii:, 

[00 34] 

mi] 

1 0 0 1 

(pH6. 0) 8 00 A 1 
1 00;^ 1 
^til 9 8 0 0/M£ffil>/^:) o 
[0 0 3 5]'-c£^;gS, M-PEG-PE Img^fc 
UO. 1 7 pmo 1 £Z)TU-r ^ Kftz)"i^aiStifec 
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u;^Tn-;u 14. 6mg, M-PEG-PE 1 
0. 7m gfe^l^flg^tt^-T:-^ LTF I TC-DP 
PE (1, 2 — Dihexadecanoyl — sn — 
glycero — 3 — phospho [N— (5 — fl 
uoresceinthiocarbamoyl)] e 
t h a no r a m i n e , U^'^) 0. 16mg$::^0 

B^r^^^EE^;^^, 0. iM';v^M»?S (PH6. 
0) , ImM EDTA 1 m 1 ^^0^. tJ^VUt ^ 7. 

rj7jfy-A (MLV) ^%f^. 

[0 0 3 6] ±ISMLVO. 5ml &|I|J:S»?St:lm 
77^^-4 5 0) $:ffltvaiif2 0%T'l O^F^gl^S 

»S"r^ci:-e:g0g?i/hfi^^u^v-A (suv) -i^?^ 

M%\^fz.Wk.'9f^^mi\Z^st. 1 ^ mJ^t.±(^S^t^:^ 

BIRffl^tCM - PEG-PE^^^7^v^ci: a^ti^SS^ 
^j3^[Il^tlMLV&f^gUfc. [Il^^tCl G^r^t^Sl^ 

*$:S!ISbfc*g«&Ii3C5^-r o 1 ;i mJ^±(Z)e^;^?'^g 

^Sg^J4 ' M-PEG-PE^:f U:^V-/.^(^in;f*: 

KJiStt t y □ -t;uS^ {,i g G : .i^ll^4 - 
1 6 284 9-§-tC|eSOGAH) $| 0 . 1 M g^^S« 
?6 (pH4. 0) -ei/40mo l^Q^^-f'yy (Co 
oper Biomedical) ^^D^. 3 7 "CT— 
i^SJ^ib. F (a b') 2 tC^SfUfc^ 
[0 0 3'7.] ^etlfl^;^^^^®]?^ (Mp n o S, 
7 7yuvi/7) tCct^^ h:»g|TF (a b^) 2 & 
mULfco ^HtSiO. IM (pH4. 0) 

OM Ka C lCDi:J^fegS^ge&C<:fe 
F (a b') 2 £'^§"co ;g®?S^PD-l 0;tJ 
(77;^^^/^) TSOmM UvS^l^ffi (pH 
7. 5) , ImM EDTAtcS^mL, 2. 
4mg/'m ^-^CIC^ ^ (3 

mg/ml) ^tt*04fg^;i/ft^iPL. 37''CT1B# 

r^£jSLf-o ^ y^7r5>$: 0. im 

(pH6. 0) . ImM EDTA-Tr^S>(bU 
tPD-1 0;b5/.-ete[^^Ll. 9mg/ml(Z)^ 
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[0 0 3 81 *$i#:0. 7m 1 tCgSg^F!|3-e'#6nfeS 
UVU^-i^y-AO. 4 2mliD;^, :Sg<h7U 

;^'7-f y^^- {5^t^T:y ^^i' y^>°— . 

f^''y«*MKN4 5 (^Se^J4TfflofeST;f*:i:SJS 
tt^^fo) ^SS^J4-C*f^gLfc^Ay UTi^V 

10 -ACDSiSttS:5IELf-. 'J V - A^JgS 0 a 1 , t: 
KjfeW 15 0^1 fe^d:!/ 1 0 mM 'j ( p H 

7. 4) , 0. 15M NaCl 11 It-^^f^^R 

J5?S^*fflSStCS:!jQL.. 3 7rT3 0^-<y:ir^^-KU 
f::o [pl^t?^r»^T-:^7-i:LTSALfcFITC 
-DPPE M) (D^itTL'^^Wm. (*».£^#^> 
ZtA VXIOO. -a-;if-h) TS^bto ^ix 
-c*tic^:S7fe®a^¥E&ia4 (Kft*S^'J;J^y-A) . 
(g5 (JtS^J-ef^SLfz'J;^^y-A) ; US (il5(DB§ 
U^^^) STMi: UT^v^fcU.ify-Aiiifcic 

20 MKN4 5ffljStc^To*^Ay ij;jfy-A(;oBt^ 

[0 0 3 91 

30 mm<i)^n.fmm 

[01] ^SS^!ll-e.#P)txfcM-PEG-PEC7) iH- 
[Ii2] ^Sg^J3tr^MLA-M-PEG-PE'&^U;^^ 

[US] itS^^J-ef^SC^^-M-PEG-PEI^^^tU;^ 
y - A & Si^Tt f;HL& tc J; U L ^ 

[1141 ^Sg^J4r-f^fiL^c^Kfls:*s^fJ^y-A(Z)th 
40 f ;9'y«MKN4 5tcS!f-r^SiStt£i^LfciI-eS) 
-i>o U>-t^y-Atcffic;?^iXA.f£:^3*J5IKS:V-7:-i: LT 

[li5J itg^Jtrf^SUfctj7Ky-A(Dt: hl;^7-y« 

Atcffl<^iA^f£S3tejgiK^T-^-<i: LT:^3feM^i$^-c- 

[06] I15(Z)BgiaS^tx&5^ti!-e^^o 
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